b * a # it jt 

JAPAN PATENT OFFICE 



10 / 53690*8 

h7JP03/15227 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



£B m ^ n h 

Date of Application: 

Hi I t, f 

Application Number: 
[ST. 10/C] : 

£B H A 
Applicant(s): 



2002^1 1 J| 2 9 B 

#M 2002-348714 
[JP2002-348714] 



RECEIVED 

0 5 MAR 2004 



WIPO 



l-CT 



PRIORITY DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH 
RULE 17.1(a) OR (b) 



^ Ft H 

Commissioner, 
Japan Patent Office 



2004^ 2 1 9 B 

^44 



IP 








SI 


11 


III 







tBfiH#^- mtiFf^ 2 0 0 4 



— 3 0 1 0 7 4 S 



#H 2002-348714 ^ ^~?J • 1/ 



[♦£!*] 

HEMHf-] JP425YS 

mmzwtfm] a6ik 38/04 

A61K 38/17 
C07K 7/04 
C07K 14/47 

i&mxi±mm] M*im«±iii 4 t g 7 - 3 o A201 
[ft*] jh# 

[ftwxttjg^f] m*mmm%m&j&mmm2 684-12 
\&ffix\±mm\ M^mmmm&jtMmm 2629-5 

[ft*] ¥iH$ IE# 

[ffiWXttJBSf] ffi«l*jUlE^«| 3 6 4 9 tf-r> a - h * 

f ^dG 2 0 2 
[ft*] ±# -a 

Ift^Xiim] I^Hr^^TfrfiBaprr^iij 1-31-2 
[ft*] m— 
[*&?!#] 

[ft^fXIiM] tt*JMg:*iirii;i| 1 T § 2 - 1 1 

[ft*] tuBB i&E 

i&mx&mffi] nm$mmiftmg.!k&:£i 1-21-2 

[ft*] UEB 

tbtE#2 004-3010748 



2002-348714 



[teffixumm] M~MU'h¥Tft'bnmm 4-1-1 1-301 

[WBtl*^] 000173555 

frm&m&^r} 056568 
[M##H] 21, 000 R 

0«# 1 
0M 1 
MWM&l 1 



: 2/e 



ffilE#2 004-3010748 



#M 2002-348714 




[«(«] 



^ K J: t) mm, £ ^£ ^7°^ K#*Mr W rnf^f>P OC*SI 2 6 0t75 

(I) .'Lys Arg Cys lie Asn Gin Leu Leu Cys 
Lys Leu Pro Thr Asp Ser Glu Leu Ala Pro 
Arg Ser Sec Cys Cys His Cys Arg His Leu 

(II) IThr Gly Ser Ala lie Thr Sec Gin Cys 
Lys Glu Asn Leu Pro Ser Leu Cys Ser Sec 
Gin Gly Leu Arg Ala Glu Glu Asn lie 
(^Alali77->, Argli7^-V, AsnllTWf^ Asp 
iiT^^7^>i, Cysliy^f^, GlnttWr^ GluliW 
5>m, Gl yti^vV, Hi sliWfy>, I 1 eWVD^», L y 
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sl*VZ?y, Leulin/fy^ Metli^ft->, Ph eli7x-;i/77- 
Proli^ny^ Serf±-fe'J> N Thr{iH/t->, Trplif'J^ 
Tyrlifny>, Va lliA'r/MSe cli-bl/yy^r^^ 

^se^ij u 9 i & l < (±mis<7) r^y wl&x&, mm & l < fittfti £ *t£ 

[0 0 0 1] 

o zbizmmiz^ nmKmKmt>z*mRn 9 jmwmmzmmt&nm&mz 
#-*-**»jkiw-*-*o 

10 0 0 2] 
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10 0 0 3] 

#Mfc3t#|f£: LT, T-fe^;vny^ T*^9^>g^ 7 t 

3>>S&gfc (GABA) , yvis>, tnh->, K/<3 ;^7F^'J^ rf 

y >>H'j>i (atp) % &m<Dwm«zf?-b-%}?j!>miTt>>tiZo mtus, r-t 

*fe^^CoA^e»^$*U v^7°^/J^^|f^$tL^ 0 iO^^TWa-j 
.M3.M5) tf*»«-r*^>f^ (M2.M4) ^2|i 
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1#db) o — -m^M* (NO) <7)J;^ KHr:/*-(iiio§ «9 L&v^ 

T&tW-*fci&, fftB$&Btf*j£$£i::^£ 0 NOli, t'f^V^GMP (cGM 
P) ^^^*^^#tt^T-^v^^---tr<7)fS14^^|f#L > ^j&Sti 
fee GMPttc GMP«fftfeij VHMfclWftiBttflsU «lfirtO&a^*fttft 
3*, *U&*i&ttffr*3 (Milt ^fi=ti6#I) 0 NOIiy 

Tv»* #*IEtttt6#JiR) o 

[0 0 0 5] 

w*>«fc mxmm, &MAvw3ammm&Kwt>*T%*> mz. 
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^^>o«^tcHE«*^i:, m*%mm<nwMt%& 0 nmmm<o^mzw^mm 
^lt, r^y/w^-^ mmm, o^m, »>*>h>m* 

[0 0 0 6] 

-tLf>0^^1-^>H^J^, #^5tM. f<7)7^XK T>^=f-^ 
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•few 7°n-r-T ^Ptel 9 7 7^^* ^ ^n^v^-^f ( g u i u t 
athion — peroxidase) £ fi^&&-fe lx LT 
mUZtl, 1 9 8 2^^^w^N> (Selenocystei 

^#lr»l 0#HS) o 

CT0J-e^o7^^\ in vitro O^-Cp hospholipid h 

ydroperoxi deOlMtt ^#1^5:^1 2#BH) ^>p e r 

o x y n i t r i t e <DM*r&1£ (fljttf, ^#^®c 1 3#M) ^&&t<7)=m 
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I^Snttl 4#M) »«0su rvival promoting fac 

tort Lxoim (mmicmi smm) ^jimst^ wmmkv&fttmm 

£*tt£Ht>« J: 9 fcflsffi £j|£B Lfc« * ft v> 0 
[0 0 0 9] 
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New Current, 2, 7, 1996 
0] 

Hill K.E. and Burk R.F., Biomed Envi 
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mw&m 1 1 

#IPCT/J P 9 9/0 6 3 2 2 
[0 0 10] 

&&$**Sfitf£flfci£ (varicosity) iW&LZtl, ->t^M^mifc«: 

i^tT'^v^^'c, -few ^n^^p^-cA^A/^btfcitaiu r-t^-^n 

fco 

[0 0 11] 
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> o * - r 5 j Mtmmm t *? *> it v ^ ■/ * mm* r -t ^ ;v a y 
vv-fey^-a^ — ^ks*tci*#jji^^#f^^[^^fi<jT^ / are* 

[0 0 12] 

m^m t:-tw^N>o2 ^^i/;y^f>i ^ trot- & t „ Jjq^-c 

•fe wyn-r-Y >P(i«>^^^U £fW*«S|LTV>Si:#;l&*L*ifc 
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i C T'f -fe 1/ y y 7 f >^°^ S ^<WWL<D%m it & < , ±]y 

C5^SSMB01 0 3^ (@B^iJ#-§-2 : -bwynf^ >PE?!|2 6 0ffc*&3 6 2fi 

260KRC INQLLCKLPTDSELAPRSUCCHCRHL I F 
EKTGSAI TUQCKENLPSLCSUQGLRAEEN I TESCQU 
RLPPAAUQI SQQL I PTEASASURUKNQAKKUEUPSN 

362) <dt < y wmmz tz^mmr $ j mm<» o % 1 *> l < *±sihbot ^ y it 

[0 0 1 4] 
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jiw-eii, #»c»too4^iro, mmm. ^nm, ym&RVNew En g 

land Bi oLabsti, rv> + A/t>f ^-9"^ ^>^tfc, Kf± % 
[0 0 2 0] 
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mmmi 

^«imit5fto2 OmMTr i s (pH8.0) lZ£t)it 

P*;u##7AK^$-^ PBST^tTto ^t4MI|*Mt^2 0m 
M^x>iA777- (pH4.2) ici^-bl/yyn^^yp^^tBL, 2 0 
mM^>^. 777 - (pH4.2) ^¥#HfcL7»^*^2:&#: (M a c r 
oprep High SrBioRad) K^^^ttz 0 Z.ti*m.it1- Y V t7A 

«5E^PMrgtt*^1-li^^IlIJjXL7t:o -rout 

tz Q zzx^hiitzWrKbttz, mm^m. ttfflm&vmm, mmm<v% 

0-3 0 kDaW X^f-fevy y°uf-4 y Y>MP\WX*$><otz 0 
[0 0 2 1] 

(-few 7°u-t4 >Poil) 
V>^V3^;V3000 (SIGMA) ^tL^^-Mc 2 mM, 5%tz%Z£o 

^mn, imm-mwmt, 10, ooor Pm -e 1 s^-p^c^ -tYt^miRL^o -eo 

if^PBSt^fftl/c^l/y/nf^^P^yAC^^ PBS 
Tifei^Lfco f<7)f4MIi?:Mt^2 0mM^x>^777- (pH4~ 
6) IZX J?-feW v°u~t4 >PZm&L, 2 0 mM ^ x 7 7 7 - T « jt 

Ltzm^ *>3m<Vf (Macroprep High S:BioRad) *C*gf# 

mtfz 0 ztizmti- h v y^iz£&j*Mim^m&m*ft%\,\ *i/>^m<Dm 
b^mfrzmwLfzo zcDumzx ^MTtm^mxe 4 k d a ^^fi-t v 
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[0 0 2 21 

^Jfcflll 1 

-t n t j > P <o i, i- f x fm \z is it & a* * mtt & * * k , nmmm 

*K v^-^^^^##coiF^Tj^ < ffiffl £ *LTV>&NG108-15,t« 

willfit7 7 b • *-**<7>mmfflJ&: atcc no. HB-12317) £ffiv> 

5mmf^r>a(:, 1 0 %Jft^Ifil7t> HAT (tm>f>, T^^fij 

£^£DMEM£fflv>TMU08-15iffflJ§&£$ 3 7t:iO%C 
0 2 i:tf«U o l~2Bf, HT 

fl&M^JflLttDMEM (ftjfci*J**) WMiSgfeU 0.1mMy7WO'J 
^ AMP (a be AMP) fciniU 3Wfc3-£fc 0 tW/nf^>p 
£4. 3 6^ g/ml^iCM, 3 BW**Lfc 0 «^v- h Lfz 

r<yzs*.*i) >«/<7 7 7-4IAtt* (JftTPBS) i:t2i'J^L^« 
fc*«fei*Lfco «v»TPB ST*4%^g^p$SiL^7^;VAT;V7 = *li K«"C«B 
ft^>^©H^fc»a*ff*o3fe. MKT 3 0 5HQOB£ft«&fe PBS 

TV>* * Jt^**Ra^tc»6t*aatab3av^^*y * n~*-;Mftft: (Sy 
naptic Systems tt) £ P B S tCTifiS U ^;^©y n y * >^ 

fc»©fcJ61 0% ^vJflLVfT^r^^^^^T, Sa»CTll^MRl&$**: 
{Uk&fcKJE) o St#K^^-T^> PBS KT3-4® V Lfc4& t^/n 

o ^faSI^Tt, PBS KT3~4|sp; Lfc^ V-f-IftiCt 
BMStt«5 9 4 nml:t^M^Ii • TV* * Lfc, W&mWi 



[0 0 2 3] 
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ftbtLtio -ORab3a*»L###W^fe$tL/cy^^^^o< knofl-fr-^ 
ftt4H7^> h ^y^M®ft^*fV7 l^-)x7 Rllac SCOPE (H^iS«| 
) J ^ffl^TMHttOX^y hfcfHHLfco SePWt4m S e 

«±-C«i*aHHSfe«^tt=«fe (rgb) (R) oi«<t gW ft 

OWIjWf**, |WfB#K, ftagRJE&tt^^varicosity(Hft*^»-cWillL 

[0 0 2 4] 



(%) 





Rab3a*glft^+SD (%) 


s e p &-)mm 


66.0 ± 2.75 




38.8 ± 13.3 
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mmm 2 

fcfMii- * £*u wen*;ve^7^ cat* L> »t v>*l 
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9Mm<DM<DI CR7^ (M3 0-4 3g, UT J: <9JfA) 12E£ 

2^ (6E/f) ^tt#t^L7to ^°n^;ve>^iB#r«^S^7X-e2. 
5mg/mLtC^|»L^W7*nx^>P£lI2C&£*) 0. 5mg^i 

0 0mg/mLi:il|i 2 7 0-3 2 0mg/k gmmMZW&ft&mz X *) 

fe 0 ****'V>&j§&6 ofrjtonmmmmtmi, ^m^^m^^m- 

[0 0 2 6] 
[0 0 2 7] 

[*2] 
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S e PS-^f¥ 


6 # 47 g? 40 ?>* 


S e P#»*» 


12 # 29 ?> ± 300 ?>* 



*p < 0.05 
[0 0 2 8] 

•fe t 9 * .(Dim £if 53> £ -£T v> £ -PTfgtt^lft $ Ktzo 

[0 0 2 9] 
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mmm 3 

(n o k x zmmmmmmm) 

v ± ~?7s fcmvn t t X <D N O ^#f£f£ffl {; -tr 1/ t- 4 > p 
t\ N0*4i7*« S-i h n v-N-T-bf ^-D L-^-y 5 5 > (S NAP 

mmznz FVTftWkomfcmmmm&zffi^znfcir&iry y (c e ii c 

ounting kit-8^ ratffcWSfcjJr*) fcffi^fco 

C57BL/6«1 4 B«&v?* (0$f t-^XV^j;J))|A) J^feJtefiF** 
tti U Jfeft&ifc<7)tt®Bin £ 0.2 5%hV7'y>EDAT fcT$MBH&3&, B27 
^ > h *«Jn LfcNeurobasal Medium ^^BRUR) t:t3 7 °C 

^^ft-yi/^H-i^ 2 X 1 05 c e 1 1 s/we 1 1 Oapft-Cffljft * 
tgmWLMl* 5 0 0/iL/we 1 1 frCT^U 2 ~ 3 B I*— &<DM 
ft-C«*ir#4«|«»=SaftL, 1 1 BlUttmi^ mi i 0 @^ 
*?£&ISk§, Neurobasal MediumO^O^^^^^ Lfc Q -tORK SNAPS: 

£7^W:/n^>P|^£^l.>^jrco. 2 6^MT'»Lfc 
P&iS^L/io SNAPiiJ^(7)5 0 ^ Mfi#^Mtc^^ 
LTf^t7^ 0 3 7t, 5%C02^ >^r^^'-^-rtt?l 5B#f H ^^f^ Cell 
Counting kit^©^jfc*ig?fcjfcoi/l OtiJDL, 3 7t, 5%C0 2 ^> 

[0 0 3 0] 
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MK%M$Wmffl&V>mfoffl£.%±& NO §&£*!|-C & & SNAP <n&&T 



[0 0 3 1] 

[mm] 



<110> JURIDICAL FOUNDATION THE CHEMO-SERO-THERAPEUTIC RESEARCH INSTITUTE 
<120>Novel Remedies for Dyskinesia 
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<130>JP425YS 
<160>5 



<210>1 

<211>362 

<212>PRT 

<213>Human plasma 
<220> 

<223>Sec represents selenocysteine 
<400>1 

Glu Ser Gin Asp Gin Ser Ser Leu Cys Lys Gin Pro Pro Ala Trp 
1 5 10 15 

Ser He Arg Asp Gin Asp Pro Met Leu Asn Ser Asn Gly Ser Val 
!6 20 25 • 30 

Thr Val Val Ala Leu Leu Gin Ala Ser Sec Tyr Leu Cys He He 
31 35 40 45 

Glu Ala Ser Lys Leu Glu Asp Leu Arg Val Lys Leu Lys Lys Glu 
46 50 55 60 

Gly Tyr Ser Asn He Ser Tyr He Val Val Asn His Gin Gly He 
61 65 70 75 

Ser Ser Arg Leu Lys Tyr Thr His Leu Lys Asn Lys Val Ser Glu 
76 80 85 90 

His He Pro Val Tyr Gin Gin Glu Glu Asn Gin Thr Asp Val Trp 
91 95 100 105 

Thr Leu Leu Asn Gly Ser Lys Asp Asp Phe Leu He Tyr Asp Arg 
106 110 H5 120 

Cys Gly Arg Leu Val Tyr His Leu Gly Leu Pro Phe Ser Phe Leu 
12 1 125 130 135 

Thr Phe Pro Tyr Val Glu Glu Ala lie Lys He Ala Tyr Cys Glu 
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136 140 145 150 

Lys Lys Cys Gly Asn Cys Ser Leu Thr Thr Leu Lys Asp Glu Asp 
151 155 160 165 

Phe Cys Lys Arg Val Ser Leu Ala Thr Val Asp Lys Thr Val Glu 
i66 170 175 180 

Thr Pro Ser Pro His Tyr His His Glu His His His Asn His Gly 
131 185 190 195 

His Gin His Leu Gly Ser Ser Glu Leu Ser Glu Asn Gin Gin Pro 
i96 200 205 210 

Gly Ala Pro Asn Ala Pro Thr His Pro Ala Pro Pro Gly Leu His 
211 215 220 225 

His His His Lys His Lys Gly Gin His Arg Gin Gly His Pro Glu 
22 6 230 235 240 

Asn Arg Asp Met Pro Ala Ser Glu Asp Leu Gin Asp Leu Gin Lys 
241 245 250 255 

Lys Leu Cys Arg Lys Arg Cys He Asn Gin Leu Leu Cys Lys Leu 
256 260 265 270 

Pro Thr Asp Ser Glu Leu Ala Pro Arg Ser Sec Cys Cys His Cys 
271 275 280 285 

Arg His Leu He Phe Glu Lys Thr Gly Ser Ala He Thr Sec Gin 
286 290 295 300 

Cys Lys Glu Asn Leu Pro Ser Leu Cys Ser Sec Gin Gly Leu Arg 
301 305 310 315 

Ala Glu Glu Asn He Thr Glu Ser Cys Gin Sec Arg Leu Pro Pro 
316 520 325 330 

Ala Ala Sec Gin He Ser Gin Gin Leu He Pro Thr Glu Ala Ser 
332 33 5 340 345 

Ala Ser Sec Arg Sec Lys Asn Gin Ala Lys Lys Sec Glu Sec Pro 
346 550 355 360 
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Ser Asn 
361 



<210>2 

<211>103 

<212>PRT 

<213>Human plasma 
<220> 

<223> Sec represents selenocysteine 
<400>1 

Lys Arg Cys He Asn Gin Leu Leu Cys Lys Leu Pro Thr Asp Ser 
1 5 10 15 

Glu Leu Ala Pro Arg Ser Sec Cys Cys His Cys Arg His Leu He 
16 20 25 30 

Phe Glu Lys Thr Gly Ser Ala He Thr Sec Gin Cys Lys Glu Asn 
31 35 40 45 

Leu Pro Ser Leu Cys Ser Sec Gin Gly Leu Arg Ala Glu Glu Asn 
46 50 55 60 

He Thr Glu Ser Cys Gin Sec Arg Leu Pro Pro Ala Ala Sec Gin 
61 65 70 75 

He Ser Gin Gin Leu He Pro Thr Glu Ala Ser Ala Ser Sec Arg 
76 80 85 90 

Sec Lys Asn Gin Ala Lys Lys Sec Glu Sec Pro Ser Asn 
91 95 100 



<210>3 

<211>33 

<212>PRT 

<213>Human plasma 
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<220> 

<223> Sec represents selenocysteine 
<400>2 

Lys Arg Cys He Asn Gin Leu Leu Cys Lys Leu Pro Thr Asp Ser 
1 5 10 15 

Glu Leu Ala Pro Arg Ser Sec Cys Cys His Cys Arg His Leu He 
16 20 25 30 

Phe Glu Lys 
31 



<210>4 

<211>29 

<212>PRT 

<213>Human plasma 
<220> 

<223> Sec represents selenocysteine 
<400>3 

Lys Arg Cys He Asn Gin Leu Leu Cys Lys Leu Pro Thr Asp Ser 
1 5 10 15 

Glu Leu Ala Pro Arg Ser Sec Cys Cys His Cys Arg His Leu 
16 20 25 



<210>5 

<211>28 

<212>PRT 

<213>Human plasma 
<220> 

<223> Sec represents selenocysteine 
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<400>4 

Thr Gly Ser Ala He Thr Sec Gin Cys Lys Glu Asn Leu Pro Ser 
1 5 10 15 

Leu Cys Ser Sec Gin Gly Leu Arg Ala Glu Glu Asn He 
16 20 25 
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Safins 



8 10 12 14 16 IS 20 



22 



24 100 




(-fe U >^mjt : 0. 26nM) 
■ (4rU> ; E;L.iiJt:1 t JI) 



* />< 0. 01 . 
** p < 0. 001 



0.000 



SNAP;:50nMij|ip . 
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fi^t *SfiS±J| 0 0 9 4 

ft* 5 1 4^1 21 20 
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